(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(19) World Intellectual Property Organization 

International Bureau 

(43) International Publication Date 
28 June 2001 (28.06.2001) 




PCT 



I 



(10) International Publication Number 

WO 01/45737 A3 



(51) International Patent Classification 7 : 
C07K 14/035, A61P 35/00 



A61K 39/245 t (74) Agent: GIOTTA, Gregory; Onyx Pharmaceuticals, Inc., 
3031 Research Drive, Richmond, CA 94806 (US). 



(21) International Application Number: PCT/USOO/34621 

(22) International Filing Date: 

18 December 2000 (1 8.12.2000) 



(25) Filing Language: 

(26) Publication Language: 
(30) Priority Data: 



English 
English 



60/173,007 



22 December 1999 (22.12.1999) US 



(71) Applicant: ONYX PHARMACEUTICALS, INC. 

[US/US]; 3031 Research Drive, Richmond, CA 94806 
(US). 

(72) Inventors: LAQUERRE, Sylvie; 1861 Lamplight Court, 
Walnut Creek, CA 94596 (US). HERMISTON, Terry; 9 
Seamast Passage, Corte Madera, CA 94925 (US). 



(81) Designated States (national): AE, AL, AM, AT, AU, AZ, 
BA, BB, BG, BR, BY. CA, CH. CN, CR, CU, CZ, DE, DK, 
DM, EE, ES, Fl, GB, GD, GE, GH, GM, HR, HU, ID, IL, 
IN, IS, JP, KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, 
LV. MA, MD, MG, MK, MN, MW, MX, NO, NZ, PL, FT, 
RO, RU. SD, SE, SG, SI, SK, SL, 17, TM, TR, TT, TZ, UA, 
UG, UZ, VN, YU, ZA, ZW. 

(84) Designated States (regional)'. ARIPO patent (GH, GM, 
KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZW), Eurasian 
patent (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), European 
patent (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE. 
IT, LU, MC, NL, PT, SE, TR), OAPI patent (BF, BJ. CF, 
CG, Q, CM, GA, GN, GW, ML, MR, NE, SN, TD, TG). 

Published: 

— with international search report 

(88) Date of publication of the international search report: 

18 October 2001 

[Continued on next page] 



(54) Title: HERPES SIMPLEX VIRUS- 1 GLYCOPROTEIN C MUTANTS FOR TREATING UNWANTED HYPERPROLIFER- 
ATTVE CELL GROWTH 



< 



60 

C 
o 



4 

n 

S 



flliiiifllifiii 



•'lulisiili'iilllillSi'iilii'isiSSilliilllii!!!!!! 



=6 



10 20 30 

Survival time (days) 



40 



50 



gc3910* 
8C3910 5 

gcWIO 7 
^ KOS10 4 
Xk KOS10* 
^iV KOS10* 

KOS10 7 



n=4-5/group 



Q (57) Abstract: The present invention relates to pharmaceutical compositions, kits, and methods of use thereof, comprising, a mutant 
^ human herpes simplex virus, which is cytopathic to susceptible target cells, such as neoplastic cells. Preferably, the virus does not 
^ produce a functionally active wild-type gC polypeptide coded for the UL44 gene. 
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IN THE CLAIMS : 

\ 

1. A method for treating a neoplasm comprising cells, comprising: \ 
administering to said neoplasm an amount of a mutant human herpes simplex vims 

which is oncolytic to cells in said neoplasm, wherein said virus does not produce a 
functionally active wild-type glycoprotein C polypeptide. 

2. A method of claim 1, wherein said virus comprises a deletion in the UL44 gene 
which codes for glycoprotein C. 

3. A method of claim 1 5 wherein said virus comprises a deletion of amino acids 33- 
123 in the UL44 gene. 

4. A method of claim 2, wherein said comprises an insertion in the UL44 gene which 
codes for glycoprotein C. 

5. A method of claim 1 , wherein the parental strain of said virus is KOS. 

6. A method of claim 1, wherein said virus is gC-39. 

7. A method of claim 1, wherein said virus is impaired in its ability to infect, or attach 
to the surface of, cells as compared to the wild-type parental strain. 

8. A method of claim 1, wherein said virus is impaired in its ability to infect neuronal 
cells as compared to the wild-type parental strain. 

9. A method of claim 1, wherein said cancer is an adenocarcinoma. 
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10. A kit comprising a mutant human herpes simplex virus which is oncolytic to cells 
in a neoplasm, wherein said virus does not produce a functionally active wild-type 
glycoprotein C and a chemotheraputic agent 



ex virus 



11. A pharmaceutical composition comprising a mutant human herpes simpl 
wherein said virus does not produce a functionally active wild-type glycoprotein C 
polypeptide coded for by the UL 44 gene, and a sterile physiologically balanced solution. 

12. A pharmaceutical composition as described in claim 1 1 wherein said mutant 
human herpes simplex virus is present at 10 4 - 10 l2 pfu. 

13. A pharmaceutical composition as described in claim 12 further comprising a 
chemotherapeutic agent. 
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